Aprk it!.* So Docket No.: 4600-0 106P 

Amendment dated May ?, 2007 

Ht-ph ■(.^.);Tic.. 1 V.ionof February 7, 2007 

REMARKS 

States of the Claims 

Claii i-32 are currently pending 1 C i J and 23-26 stand 

rejected. C iaims 1 4-22 and 27 are withdrawn as being drawn to a non-elected invej tic C! dm . 
13 and 21-2? have been amended as set forth herein. Claims 1-12 have been cancelled herein. 
All amendments and cancellations are made without prejudice or disclaimer. New claims 28-32 
have been added herein. No new matter has been added by way of the present amendments. 
Specifically, the amendment to claim 13. and new claims 28-32 are supported by the 
specification at, for instance. Table 2. specifically corresponding to h5H-m02, h5H-m07 and 
h5H-m09 of Table 2. Claims 22, 23 and 27 have been amended herein to change their 
■'dependency from cancelled claim I to new claim 28. Claims 21 and 24-26 have also been 
amended to change their dependency and to direct the claims to the elected subject matter, 
Reconsideration is respectfully requested 

Rejections Under 35 U.S.C. § 112, Second Paragraph 

Claims 1-13 and 23-26 stand rejected under 35 U.S.C. § 112. second paragraph, for 
railing to particularly point out and distinctly claim the subject matter which Applicants regard as 
the invention. (See, Office Action of February 1, 2007, at page 3, hereinafter, "Office Action'). 
Claims 1-12 have been cancelled herein without prejudice or disclaimer, thus obviating the 
rejection as to these claims. Applicants traverse the rejection as to the remaining claims as set 
forth herein. 
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Vr'5wA,nNo u Docket No.: 460WHQ6P 

Amendment dated May 7, 2007 

Reply to Office Action of February 7, 2007 

1 he Examiner stales thai she phrase Li polypeptide constituting each region contained in 

the single-chain p f> peptide" in claim 13 Is indefinite. {Id.}, The Examiner Mates that it is 

unclear if Applicants intended to use the term "CDRs" instead of the language recited. The 

Examiner also states the phrase, "two kinds of a single chain polypeptide" in claim 13 is unclear. 

(Id.). 

^ > v, i s idefinite o exped >e prosecution, 

claim 13 has been amended herein without prejudice or disclaimer to not recite the phrases 
forming the basis of the present rejection. 

Therefore, reconsideration and withdrawal of the indefmiteness rejection of claim 13 are 
respectfully requested. 

Rejeetksm Under 35 U.S.C. § 112, First Paragraph 
Written De scription 

Claims 9 and 10 stand rejected under 35 U.S.C. § 113. first paragraph, for failing to 
comply with the written description requirement. (See, Office Action, at page 3). Claims 9 and 
10 have been cancelled herein without prejudice or disclaimer thus obviating the rejection of 
these claims, 

il0A?bfOiP.cm. 

Claims 9, 10 and 12 stand rejected under 35 U.S.C. § 112, first paragraph, for failing to 
comply with the enablement requirement. .'(Sere, Office Action, at page 5), Claims 9, 10 and 12 
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Vacation No. lu o42 Dockei No.: 460CM)1Q6P 
AoieMjnent dated May ?, 2007 

have been canes Ik J 1 erein v\ lbs lit prejudice J u f i r. the rejection of these 
claims, 



Rejection Under 35 U.S.C. § 102(b) 
Deo, IJ. S > }j s 84 

Claims 1-3, 5-8, 13 and 23-26 .stand rejected under 35 U.S.C. § 102(b) as being 
anticipated by Deo. U.S. Patent No. 5,922,845 (hereinafter referred to as "Deo"). (See, Office 
Action, at page 8). Claims 1-3 and 5-8 have been cancelled herein without prejudice or 
disclaimer, thus obviating the rejection as to these claims. Applicants traverse the rejection as to 
the remaining claims as set forth, herein. 

The Examiner states that Deo discloses diahody-type blspeciiic antibodies as recited in 
the claims. (Id. at, page 10). 

The bispedfk antibody of Deo is prepared by a chemical reaction, of two "Fab" 
polypeptides from two monoclonal antibodies, as described lines 34-64 in column 25 of Deo. 
The spa k ics these fab are clearly different from those o - 1 li w Jiabody-txpt 
bispecilic antibody of amended claim 13 of the present invention, from which claims 23-26 also 
depend. 

That is, a single-chain polypeptide of the amended claim 13 constitutes a humanized 
diabody-type bispecilic antibody with specific sequences and has a completely different 
structure from scFv, which contains heavy-chain and light-chain variable regions of the same 
parent antibody, as disclosed in Kipriyanov, or from V H and V* sequences as disclosed in 
Clackson. 
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Application N< 1 5 6 12 2$~ Docket No.: 4600-0 1.06P 

Amendment dated May ?, 2007 

Reply to Ofrlcc Action of February 7, 200? 

It is now also clear chat ihe humanized diabody-iype bispecilk antibody of claim 13 (and 

new claim 28) of the present invention is not a bispecifie > c'h fragment as disclosed in Carter 

and Negri. Thus, the reference cited by the Examiner does not anticipate or even suggest the 

i cd in claim 13, new claim 28, and 

claims 23-26, and new claims '29-32. 

Furthermore, it is noted that none of these cited references disclose all of the SEQ ID 
NOS presently recited in claim 13 and new claim 28, and also therefore in the claims that depend 
therefrom which incorporate all of the limitations of claims 13 and 28. Thus, Deo cannot 
anticipate the presently claimed invention. "A claim is anticipated only if each and every 
element as set forth in the claim is found, either expressly or inhurcnih described, in a single 
prior art referenced' (See, Verdegaal Bros. v. Union Oil Co. of California, 814 F.2d 628, 631, 2 
U.SJ\Q.2d 1051, 1053 (Fed. Of. 1987)). 

Reconsideration and withdrawal of the anticipation rejection of claims 13 and 23-26 are 
respectfully requested. 

Ki priya nov et al. 

Claims 13 and 23-26 stand rejected under 35 U.S.C. § 102(b) as being anticipated by 
Kipriyanov et al, Protein Engineering. 10(4)^45-453. 1997 (hereinafter referred to as 
"Kipriyanov et al."). (See, Office Action, at page 10). Applicants traverse the rejection as set 
forth herein. 

The Examiner states that claim 13 appears to encompass a single chain Fv antibody 

which binds to an antigen present on cytotoxic or phagocytic cells. (Id. at pages 10-11). 
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A;x Hf^.VSI Docket No.: 46O0-01O6P 

Amendment dated May 7,2007 

Reply to Office Action of February 7, 2007 

Kipriyanov et al,, according to the Examiner, discloses an scFv in PBS which comprises heavy 

mbody, which binds to CDS . (hi at page 1 1 ). 

However, as commented upon, above, with respect to the anticipation rejection over Deo, 
Apr. i *ms i \ <. ! is i <. 2 r r t x^it ] h\ 

Kipriyanov et ah That ^ sn . . - y s . } v ' ;a 3 eonstimtcs the 

humanized, diabody-type bispeeific antibody and has a completely different structure from scFv, 
which contains heavy-chain and light- chain variable regions of the same parent antibody, as 
disclosed in Kipriyanov et a! . Since Kipriyanov et ai do not disclose ah of the limitations of the 
presently claimed invention. Kipriyanov et ah cannot anticipate the present!) churned invention. 
(See, VerdegaalBros, 814 F.2d at 631, 2 U.S.P.Q.2dat 1053), 

Therefore, reconsideration and withdrawal of the anticipation rejection of claims 13 and 
53-26 are respectfully requested. 

irv* S No 6 ~2 

Claims 1, 3-8, 12 and 23-26 stand rejected under 35 U.S.C. § 102(b) as being anticipated 
by Carter, IbS. Patent No. 6,407,213 (hereinafter referred to as "Carter"). (See, Office Action, at 
page 12}. Claims 1, 3-8 and 12 have been cancelled herein without prejudice or disclaimer, thus 
obviating the rejection as to these claims. Applicants traverse the rejection as to the remaining 
claims as set forth, herein. 

s - tes Carter discio sum ed 1 citlc F(ab >d\ 
fragment wherein one of the Fab' arms binds to CD3 and the other binds to p!85 IffiR 2 . (Id.), 

However, as already discussed, above, with respect to the Kipriyanov et ah and Deo references, 
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Application^ 8/642,284 Docket "No.: 4600-01 OOP 

Amendment dated May ?. 200? 

Reply to Office Aaron of February 7, 200? 

the humanized diahody-type bispecifie antibody of claim 13 of the present invention is not a 
bispecifie F(ab'} ? fragment as disclosed in Carter. Carter does not disclose alt of the limitations 
of the presently eiaimed invention, as recited in claim 13 and new claim 28, especially ad of the 
SEQ ID NO sequences recited. Thus Carte? uu anticipate e >resentl> amended claims. 
(See, ferdegml Bros, 814 F.2d at 631,2 lIS.P.Q.2d at 1053). 

Thus, reconsideration and. -withdrawal of the anticipation rejection of claims 23-26 arc 
respectfully requested. 

Clagk son .et.al., 

Claim 13 stands rejected under 35 U,S.C. § 102(b) as being anticipated by Claekson et 
aL, Nature* 352:624-628, 1991 (hereinafter referred to as "Claekson et ah"). (See, Office Action, 
at page 13). Applicants traverse the rejection as set forth herein. 

The Examine s^ue- % s, dcvitn > ' a unclose Vh and \o, sequences wherein the 
sequences comprise CDR regions identical, to those found in SEQ ID NO:44. (Id.). However, a 
single-chain polypeptide of the amended claim 13 constitutes a humanized diabody-type 
btspeclSv ant bod> < s i ! ^ et - erent strec on scF\ ul\ contains heavy- 

chain and t-ch variable reg softbes e stibody. as disclosed in K vanov, oi 

from Vm and V* sequences > 

1 . 1 > it > c 1 l } 1 i s v < < i o - I " i u Jl^ TitjMv claim 
28, especially ail of the SEQ ID NO sequences recited in the claims. Thus, Claekson et aL 
cannot anticipate the presently amended claims. (See, Verdegaal Bros, 814 F.2d at 631, 2 
U.S.P.Q.2datl053). 
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Application No. Docket No.: 4600-0106P 

Amendment dated May 7, 2007 

RepA tiO* e Wsnn't *shnw-\ 7, *Q07 

k< deration and withdrawal of tl icipat ejecti 13 are n^dulh 

requested. 

AbsUau -1 5 ^ - 

Claims 1-13 and 23-26 stand rejected under 35 U.S.C. § 102(b) as being anticipated by 
Abstract # 2125. 75* Anneal Congress of The Japanese Biochemical Society. 74(8), August 25, 
2002 (hereinafter referred to as "Abstract #2125") or Abstract #3P-214, 61 st Annual Meeting of 
the Japanese Cancer Association, August 20, 2002 (hereinafter, "Abstract #3P-2i4"). (See, 
Office Action, at page 14). Claims 1-12 have been cancelled herein without prejudice or 
disclaimer, thus obviating the rejection as to these c ns App cants traverse the ejection as to 
the remaining claims as set forth herein. 

The Examiner states that the Abstracts, as translated by Applicants, disclose a process for 
producing bispecific antibodies which comprise binding sites from the OKT3 and 52B 
antibodies. {Id,}, However, neither of the abstracts cited disclose all of the limitations recited in 
amended claim 1 3 and new claim 28. Thus, the abstracts cannot anticipate the presently claimed 
invention. (See, Verdegaal Bros, 814 F.2d at 631 , 2 U,S.P.Q.2d at 1053). 

Reconsideration and withdrawal of the anticipation rejection of claims 13 and 23-26 are 
res >\ , > w„:w wf 

Rejections Under 35 D.S.C. § lOSfe) 

Lit S 2 one 23~-6 s'anu w w tec aceer t s, i ^ s ^ v ; i 

over Renard et ai 9 Am J, Pmk, 160(1): 113-122, .2002 (hereinafter, "Renard et al "} in view of 
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Application No. 10/642,284 l>x:«ft No.: 4.'>00-0i06P 

\.m©idmen dated Ma\ 7,2007 

Reply Ji > Officii Action of Fdwuaiy 7, 200? 

Krebber et at, J. Immunological Methods, 201:35-55, 199? {hereinafter, "Krebber et al") and 
further in \ lev. c\ G>.^-^\ et al Method's- m < -\ k ,-\>^> 205:^-1.11. l l W ihcmioco-r. 
"Gussow el a!."). (See, Office Action, at page 15). Claims 1.-8 and 12 have been cancelled 
herein without prejudice or disclaimer, thus obviating the rejection as to these claims. 
Applicants ft c he c ? he? ter set forth. 

The Examiner states that Renard et al disclose or suggest an aoti-CD3/anti-EGFR 
bispeeiik antibody and that this antibody may be used in methods of tumor therapy and that this 
therapy would be more effective if the hi specific antibody were expressed as a single-chain 
bispeeific antibody, etc. (Id. at pages 15-16), The Examiner also states that Krebber et al, 
disclose or suggest methods of cloning functional antibody variable domains to make scFvs. (Id, 
at page 16). The Examiner further states thai Gussow et al disclose or suggest methods for 
humanizing su< h antibodies. (Id). The Examiner thus concludes that it would have been prima 
facie h\ > combine these three refer* < l i ecilk diabody-typc 

antibodies comprising an anti-CI>3 binding site and an anti-EGFR binding site. .(Id.).- 

However, the bispeeific antibody disclosed or suggested in Renard et al. is secreted by a 
hykid-bydridoma produced by somatic fusion of the hybridomas producing monoclonal 
antibody MINTS and monoclonal antibody 298.1, respectively. Thus., the humanized dsabody- 
type b;sr ci ^ . < , «. . - vv m 

from the antibodies disclosed in the cited reference. 

Nowhere in the cited references is it suggested or disclosed to use the specific sequences 
recited by amended claim 13, and by dependency, claims 23-26. Thus, since the cited references 

fail to disclose or suggest all of the limitations of the presently pending claims, the references, 
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*>m Nation? - 10 yilJM Docket No.: 460G-0106P 

Asnendment dalsd May ?, 200? 

Reply to Office Action of February ?. 2007 

even considered in combination, cannot properly form the basis of a prima facie case of 
obviousness. {.See, ./« re ffcerifc, 947 FM 4M at 493, 20 tLS.RQ.2d 1438, 1442 (Fed. Cir. 
1991}). 

Pi 1 v. \ ■> e 5 s ! Re d et al simply refer to new y JtYt loped techno < 
such as bispecific diabodies and. faumanhzied antibodies without actually providing examples. 
Whereas the scFv disclosed in Krebbcr et al. do not correspond to die single-chain polypeptide 
that constitutes the diabody-type bispecific antibody. Thus, even upon combination of the 
constructs of these two ci ted references, the outcome would either not be operable or not work as 
the presently claimed invention does. 

Thus, one of ordinary skill in the art would not be motivated to modify the bispecific 
antibody of Rehard et al. to produce the present hmnanked diabody-type bispecific antibody 
based on the disclosures of Krebber et al. and Gussow et al. 

Reconsideration and withdrawal of the obviousness rejection of claims 23-26 are 
respectfully requested. 
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Application No. 10/64 
AtneodmerU dated M 
Reply to Otlk-e Actios 



, 2007 



Docket No.: 4600-0 106P 



If the Examiner has any questions or comments, please contact Thomas J. Siepmann, 
Ph.D., Registration No 57,374, at the offices of Birch, Stewart, Kolasch & Bitch, LLP. 

If necessary, the Commissioner is herein authorized in this, concurrent, and future 
! 2 ^8 for 

any additional fees required under 37 C.F.R, § 1. 16 or under § 1.17; particularly, extension of 
time fees. 

Dated: May 7, 2007 Respectfully submitted. 



Re^tni - No ■ >V;" 
BIRCH, STEWART, KOtMCB & BIRCH, LLP 
8110 Gatehouse Road 
Suite 100 East 
P.O. Box 747 

Fails Church. Virginia 22040-0747 

(703)205-8000 

Attorney for Applicants 
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